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1*  Purpose  of  the  investigation »  Sec*  first  report. 

2*  The  preliminary  observation  already  attained* 

a.  Intoxication  of  diphtheria  toxins 
Periodical  changes  of  liver  cells  of  rat  after 

intraperitoneal  in, lection  of  diphtheria  toxin  (  MLDs 
0.004  ml  for  rat)  have  been  observed.  Three  hours  after 
administration  of  the  toxin*  there  was  an  increase  of 
dark  cells  which  .were  smaller*  lean  end  denser  than  normal 
controls  and  show  rather  wcllprosorved  and  compactly  arran¬ 
ged  cell  organellae. 

Twenty-four  hours  after  the  administration  the  amount  of 
glycogen  whs  definitively  decreased.  Many  dense,  shrunken 
and  loan  hepatic  cells  woro  found  in  the  liver  coll  strands 
of  the  central  zono.  Irregular  3haped  cystic  or  vacuolar 
structures  of  uncertain  nature  occasionally  nppenrod  beneath 
the  cell  surface  facing  the  sinusoid  and  near  tho  inter¬ 
cellular  bile  canoliculi.  Thoso  changes  esuooially  tho 
incroasa  of  dark  and  loan  cell3  woro  romnrkable  in  this 
experiment . 

b.  Thioacetaraido  intoxication: 

Thioacotomidc  (  60  mg/ kg  )  was  given  to  rats  intra- 
peritonoally.  Fifteen  minutos  after  tho  administration, 
the  liver  colls  of  the  central  pone,  showed  disarrangement* 
shortening  'and  falling  off  of  the  superficial  Palade's 
granules.  Transformation  of  rough-surfaced  endoplasmic 
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reticulum  to  smooth  type  increase  of  raicrobody  and  slight 
mitochondrial  swelling  wore  also  noted.  These  changes  were 
more  prominent  in  tho  ease  of  throe  hours.  Characteristic 
appearance  of  large  nucleoli  with  occasional  chromonoma 
formation  was  observed.  Fourty-eight  hours  after  tho  ad¬ 
ministration*  the  nucleoli  became  large*  but  there  was 
no  chromonema  formation.  Nuclear  substance  was  highly  T‘oducod 
V.  and  only  small  amounts  remained  bonoath  tho  nuclear  membrane. 

Marked  disarrangement  and  doorcase  of  rough- surfaced  endo¬ 
plasmic  roticulum  with  incroa3o  of  smooth  typo  accompanied 
by  occasional  network  formation  simulating  that  soon  in  tho 
eases  of  CC14  intoxication  wore  observed.  Chagnos  of  mito¬ 
chondria  woro  also  prominent.  Thoy  3howod  mnrkod  swelling, 
deformation,  vaguo  outer  limiting  mombrano,  decrease  in 
stromal  density*  and  occasional  cristolysi3*  but,  mito¬ 
chondrial  granules  wore  of ton  well  presorvod.  Irrogular 
^  and  vacullar  structures  which  aro  probably  made  up  of  in¬ 

folding  of  superficial  cytomombrane  were  ofton  found. 

Thoy  contained  slightly  dense  and  amorphous  or  very  fine 
granular  substance  in  the  lumen.  Microbodies  were  increased 
considerably.  Lean  and  dark  cells  a3  soon  in  the  cases  of 
diphtheria  toxin  intoxication  and  occasional  destroying 
cells  wore  encountered.  Bundles  of  collagon  fibers  were 
notod  in  tho  Disse's  spaces  and  intercellular  spaces  of 
,  tho  liver  cell  strands.  Destruction  and  condensation  of  the 
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sinusoidal  endotholium  and  platelet  thrombi  in  sinusoids 
wore  also  found  in  tho  central  zones  of  the  lobull. 

Details  of  tho  above  results  together  with  further  ob¬ 
servations  will  be  described  in  the  final  roport. 

3i  Experiments  in  progress t 

a.  Intoxication  of  yellow  phosphor 

b.  Kidneys  following  ligation  of  renal  artopy  and  ro* 
opening  of  tho  circulation  in  rabbit  and  rat  wore  nlroady 
ombodded.  Soon»  they  will  bo  examined  undor  tho  oloetpen 
microscope . 

c.  Studies  of  offocts  of  ondoxan  on  the  Yoshidfi  sopooma 
and  ascites  hops  tonal, 

A  single  administration  of  large  dosis  of  endoxan  nnd 
comparison  of  offoctivonoss  in  sensitive  (  Yoshldn  sarcoma 
and  AH. 130  strain  ascitos  hopatoma)  and  insensitive  (  AH. 
797*+  strain  ascites  hepatoma)  tuner  eolla  aro  now  being 
studied. 


